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I, Professor Rudolf VALENTA, am a professor at fee Division of 
Imm«nopafeoIogy (Department of Psfeop^ 
I do hereby declare and state that: 

!. I stadied medicine at fee University of Vienna end graduated with an MI> 
degree m If 82. I have extensive training in molecular biological techniques* 
cellular moose miimmology, internal medicine, and elmfoal study design, I was 
granted a specialist degree for pathophysiology in 1996, and in 1992, 1. 
completed my specialist training in fonnonology .aad became associate 
professor for Pathophysiology. 

2. Since 1988, 1 have worked at the Department of Pathophysiology (formerly 
Department of General and Experimental Pathology) at fee University of 
Vienna, Austria, In 1 992, I was awarded the qualification of a university 
lecturer for general and experimental pathology and became Head of the 

Molecular Immnnopathology group at the Division of Imrnunopathology. 1 
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havie been Head of "the Division of temunopathoiogy since 200 h During my 
tenure as Division Head, I have directed a specialist research propam directed 
to tfee study -of molecular md immunological strategies for prevention, 
diagnosis, and treatment of 'rype I allergies, 

3. t have contrived to more than 300 peer-reviewed scientific papers, reviews, 
and book chapters. My pioneering work on tifoe characterisation of allergons aad 
their use for new concepts of allergy treatment was -.granted, numerous scientific 
awards, the following among others: the S&ndoz Austria Award for Biology in 
1 994, the fot.ematioB.al Award of the Pharmacia Allergy Research Foundation in 
1996, the START Award of the: Austin Science Fund in 1998, ami the Sarsedt 
Science Award in 2000, 

4 I am a co-inventor, along with Hans GROENLUND (also known as Hans 
GRDNLUND), Jdhaa ROENNELID (also known as J ohan RONNE1ID), Alex 
KARLSSON-PARRA, Marianne VAN HAd'E-HAMSTEN, Susanoe 
VRTAtA, Ursula WIEDBRMANM, and Dietrich KRAFT, of the subject matter 
described and claimed in the sbove-refteeoced patent appHcation. 

5. I am familiar with the ahoYO-referenced patent application, in chid ing the 
pending claims and ffie Non-Final Office Action issued on May 2% 2009 v as 
well as the proposed amended claims filed conenrrently herewith. It is my 
understanding that all pending claims stand reacted as lacking adequate 
enablement and written deseriptiom 

(i With regard to enablement, it is my understanding that the Examiner finds the 
speeifieaikm adequately teaches, one of skill in the art how to make and use a 
micropartick consisting essentially of the timotlw grass pollen allergen PM p Sb 
covalootiy bonnd to a cyanogen bromide-activated spherical ^pharose particle 
(i.e., the CBPhcPM p Sb. of the disclosed exmirples) but fails to te&eb the 
therapeutic use of other embodiments, including (a) the use of other agarose 
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beads and (h) the use -of other plant pollen allergens. 



7. it is my imdersta^ing that the test for eiiabteMMt is. whether one reasonably, 
skilled In "the art could make or ixm fee invention from ^.disclosures in. the 
patent application coupled with ittfommtlon known in the art at fee time of 
invention wi&oui undue experiBientation. 

8- On the issue of "'how to make" the particles and medicaments of the pending 

claims, it is my informed ophdon that the cov&lent coupling of £ftftmbi&a$t 

polypeptide allergens, to earbolrydrate particles, such m agarose beads, utilises 

well-described, routine, and mprodaeMe procedures known at fee time of 

invention m the context of immunoassays to provide high density, high -yield, 

and stable bonding, all white preserving the immnnologiea! properties of the 

conjugated allergens. As such, one of skill in the art at the time of invention 

would have been fully capable of manufacturing embodiments of the present 

invention without nndue experimentation, 

... & 

9, On the issue of "how to user the niedieantents of the pending claims in the 
cotuext of alicrggsn-specific immunotherapy (AS IT), it is my informed opinion 
that results of record, ineruding those presented here wife in Appendices A and. 
B and surnnxarized in Appendix G,. support the premise of the invention that 
carbohy<irate-|>ased |jarticies C'CBPsH may be readily and rootmely substituted 
for conventional alamininm-hydroxide as a vaccine adjuvant useful In the 
■context of allergen-speoifie immiinotherapy (ASIX) with predictable and 
beneficial results. Gi ven fee well-established equivalence and alternative nates 
of recombinant allergens and their respective natural counterparts in the context 
of immune responses and ASO\ respecti vely, 1 it fe my inibrmsd opinion that 
one of ordinary skill would reasonably expect further combinations of the 

3 See the meted abstracts of the axne bs by L\ &*aft at at, "The Impomnc* o f Eccombiaaar Al&rgs&s 
fer Diagnosis and therapy of ' SgB;M«distea Afegks VMt Arch AJktfgy festal, (1999) vol 1 
171-176 and It Vslenia et al, "Ksoot^biwu ALbrg«m.fci: Iaimi^obgy% I .Allergy Cimferaxmol 
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present iiiyeftfiofi to indeed be "capable o f inducing a strong alierg^vspecitio 
!gG response comparable to that of an equivalent Alum-tarand- allergen with 
less granulomatous tissue reactions as compared to said Aium-boirnd allergen^* 
Furttermom given the high level of skill of the ordinary artisan, th« ample 
direction and guidance provided by the instant disclosure and the routine and 
eonymdonat nature of the requisite cornparati^e and conlirmatory protocols, it 
is my informed opinion that any experimentation needed to determine whether 
a partienlar -coiribiaation. indeed meets this criteria cannot be fairly dwaeierizcd 
as • \mdue,* v 

1 CI With regard to the written description re^ectifta, it is my understanding that the 
Examiner has found Applicants to be in possession of a. timothy grass pollen 
allergen Phi p 5b covalenily bound to a cyanogen bromide-aciivated spherical 
sephatose particle (Le^ the CBP-rFhl p 5b of the disclosed examples) but not in 
possession of the broader genus, including medicaments composed of other 
agarose beads and other plant pollen allergens. 

1 L It is my understanding that a specification may, within the meaning of 35 ILS .€1 
§ 1 1;2, first paragraph, contain a written description of a broadly claimed 
invention without describing each and every species that the claim encompasses 
and that the -test for adequacy of the written description is whether the originally 
filed application reasonably conveys to a person of ordinary skill in the art that 
Applicants were in possession of the presently claimed subject matter, including 
the limitations in question, 

12. Upon Information and belief; it is my inkmmd opinion that the evidence of 
record -snnimarised in Appendix C provided herewith- supports Applicants* 
position that the presently claimed genus of AST? medicaments, consisting 
essentially of agarose-piant pollen allergen mieroparddes, lacks substantial 



(2007), vol 1 19 (4h 82^830;. 
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variation and feus is adequately represented by fee CBP-rFhl p 5b species 
described in the imtm fyadfaxtim with the rPhl p 5b polypeptide being 
sufficiently representative of the common attributes or features ot the 
established class of "recombinant polypeptide: allergens derived from plant 
polfeif * and cyanogen bmmide-aetlvated spherical Sepharese (also known as 
"beaded agarose") being sufficiently r^reseMStive o f the common attributes or 
features of the established class of * s ihree dimensionally eress-dinked agarose 
beads,' 3 As such, it is my informed opinion thai the originally filed application 
reasonably conveys to a person of ordinary skill in the art that Applicants were 
in possession of the presently claimed subject matter, including the limitations 
in question. 

13. Based on my review of the prosecution history to date, It appears thai the 
Examiner's enablement and written description concerns center on whether one 
of skill in the art could reasonably extmpokte from the examples of the instant 
disclosure to the breadth of the pending claims. To demonstrate me wide 
anplieabihty of the invention- of fhe % pending claims, nry colleagues and I 
undertook studies to confirm that earbohydratedaased particles fOBlV), 
particularly agarose particles, are useful as vaccine ad|uvanfe in combination 
with: allergens other than the recombinant timothy grass all ergen. P hi p 5b (SBQ 
[DNQ: 1), of the instant disclosure. The detailed protocol and associated, results 
set forth in Appendices A and B provided herewith strongly support the broad 
utility and operability of the *garose*pia»t pollen allergen panicles of the 
present claims as medicaments for allergen-specific immuuofhorapy (ASIT), 

1.4. Appendix A describes the routine construction and. study of an embodiment of 
the present invention, namely a fi-CBP vaccine .for grass pollen allergy 
composed of a previously described recombinant hybrid molecule 
: ("G-antigen w ) consisting of the major grass pollen allergens Pol p 1, Phi p 2 ? PM 
p 5, and Phi p 6 (I) coupled to cross-linked agarose beads pre~aetfvated with 
N~hydroxysueelnimide and formulated to a vaccine ( 4 Xj-CSP">. As the results 
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in Appendix A bear out, ixnmamzation of BALB/e mice with the G-CBF 
vaccine yielded both a pronounced a0ergen»sp8dfe IgQj response (Figpre 1) 
and a pronounced alfergen-spedfic T~ce!! response (Figure 2). These findings 
strongly support the utility and operabilty of OGBF, a species felling within 
the genus of the pending claims, as a medicament for allergen-specific 
immunotherapy ( AS T0. 

' 1 5 . Appendix B describes the routine construction and study of an embodiment of 
the present itfyeatfoft, namely an. FRF2-CBF vaccine for grass pollen allergy 
composed of two recombinant hypoailergenic derivatives of the major birch 
pollen allergen, Bet v t (is. Bet* if I and Bet v 1F2) coupled to cross-linked 
agarose beads, pre-activated with N»hydroxysuceinimide and formulated to a 
vaccine ("F I •f F2~CBP >! ). As me results in Appendix B bear out. Immunisation 
of BALB/e mice with the G-CBP vascine not only yielded a pronounced 
allergen-specific IgGj response aimparable to that of the aluminum 
hydroxide-adsorbed rBet v 1 vaccines studied by Fanii etaf (J ACL (2008). vol. 
122(5): 957), but. also resulted' in reduced inllammatory reaction and 
granulomatous response m compared to an Alum-based equivalent. These 
findings strongly support, the utility and operability of F1+F2-CBI 8 , a species 
falling within the genus of the pending claims, as a medicament f&t 
allergen-specific immunotherapy (AS1T), 

IS, The findings of Theresa Hefrnert-Aodersson (Allergy (2008), vol. 63: 51 8-526, 
of record) further support the proposition thai sarhohydraie-based particles 
f*CBFs* y ) maybe readily substituted for cenvenbonal alnmininm-hydroxide as 
vaccine adjuvant in the context of allergen-specific immunotherapy (ASLT) 
with predictable and beneficial results. As the instant disclosure accurately 
predicts, immunisation of BALB/e mice with CBP-rFel d 1 particles yielded 
pronounced ah ergon-specific IgG and IgG 2 responses that, correlate to the 
presence of blocking antibodies and correlate to clinical efficacy the context of 
ASIT, 
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1 7.. in summation. It is my informed and expert opinion that, one of ordinary; skill m 
the art wwW not find (he principles of the instant invention to be limited to a 
particular CBF or a parficwiar allergen, feat instead tp be readily and routinely 



extrapolated and generalised for a wide range of combinations, thereby 



1 a, I hereby declare that all statements made: herein of my own knowledge ate true 
and that al l statements mad© on information and belief am beli eved to fie tru e. I 
finther declare that these statements were made with die knowledge thai willful 
false statements and the like se made are punishable fey dee or imprisonment, 
or both, under Section 1001 of Title 18 of the United States Code, and that soch 
wdtful false statements may jeopardize the validity of the application or any 



providing ample enablement and written description of the full scope o: 
pending elain>s. 



patents issued thereon. 
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